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*#-*>-T-fc!9, PepTU PepT2{«tb^ttT ^ J ^708{@, 729fi^fcJ&512lHl 

jgjriii^^^src&s (^ifMi, #&wxm2, ^wwxmi n , 

PepTl*5 J:T*PepT2<> $-=7 9 # A^tof*^* 9<?^l£ ¥<T>Wto i k1N&rt'Z> 

5 PepTl^^id/hJ^T'^U, WflU> ratfO^m^^^tbTVNSo PepT2fiW 
1, J3B> JWu B^III-e^mdS^^tt-CVNSo PepTU PepT2«/h^Wm^W-h 

WXffil 6 % ^WfXlRl 7, ^#fF^cmi Do 

t bPW^^PepTl^M^pJ^UTVN^^irC^^mi 
10 8 ) % *5 j;Tjq>epT20mRNA^ t MMf ftt*T?»l UtV^5 £ £ (##fF^Cgfe 1 

9) ^^$*VCV^ 0 L/^Lft#S£>, PepTl*5j:TJ«PepT2<0*j!i|HjaiSSt^<©il# 
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(2) ^^ Kh7 * — dSPepTlXf*PepT2-Cfc§, (1) fc|B<fe©#t#: 

(3) ^^ Kh7 * — fr?ej>TlX*h%, (2) m*E*£<B$fcft: 

(4) ^-7 — TvMftffc-efcS, (l) ~(3)<DVN-rtL^^IS^(D^ 

(5) (i) ~ (4) (D^-rtifr\?if5,m<D#ifc* : f€$hj$.ft t -r zM&mn&fflM 

10 (6) (l)~(4)©V^H^fcfB«©^^»^t-t-S*t«5»J 

15 (9)^7°^ Kh7 V*5#— ^PepTl*fc{*PepT2-Cfe§ > (8) fcl|B*fc©;fr& 

(10) ^-ff- Kb7 ^atf— J&SPepTl"CS>5, (9) fcB«t©*tfe 

(11) ^ K b 7y^^^-^tSJn;ft:^, Kh^^sK— * — 

20 (12)-<^Kb7^^^— ^PepTl^fcf*PepT2-efe§, (H)|!lC«tO*tfe 

(13) K V;*J#— * — tfSPepTlT'fcS, (12) Hl|B«©*ife 

(14) tt^lllgt'l) 5 , (11) ~ (13) <D V vf ^hub**©:*^ 

(15) ft»l!a^»Jfi3Wlia-Cfc5, (14Mc:lE*o£>2fi£ 
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£ LV^2PepTl£fctePepT2-e& «9 „ #^0* LVN<DtePepTl-??& 5 0 

PepTljoJ;tjq>epT20^Sia^J N T ^ 7^iB^U^fEl^^tl/"CV^5 (t bPepT 
1 : GenBank XM_007063 X J. Biol. Chem. , 270(12) ; 6456-6463, (1995). k bPepT2 : 
5 GenBank XMJ)02922 N Biochim. Biophys. Acta. , 1235; 461-466, (1995)) 0 

ftfts I7f-^^. ^^7^, U« t btft 

25 ^I7* s 75>K t7^ IfvK ft if <^nitfLSb#!&fflV>5 £ £ ^"C# So 

^OSWi4tt^ftl©^fe % n^/V^&m^fc^ifc (W098/46777& 
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^c!PCT*t5 Z.bfrX~%Z> 0 Mlilt, /^ a n^^;^l±tM 

vit^f- Kb7 ^xtf-#—&m^z>iB&\a$, fiL-mmm t u-cgp64 h?>* 
i?^-y?^?x%m^z>zb&x*$z> m^Mnmm^m^ wo 03/10445 

3) o 

5 ^4^V K— ^OfERtt* frb7tt£, 5;^r-fyf>OM (Kohler. G. and 
Milstein, C. , Methods Enzymol. (1981) 73: 3-46 ) #{Clp CTff 5 w t &X 

Ifcfclitftflc&JSV^ £ £ 5 (#lx.fc£, Carl, A. K. Borrebaeck, James, W. 
Larrick, THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the United Kin 
gdom by MACMILLAN PUBLISHERS LTD, 1990#Rg) 0 ^flcfiSfctt. ^zf)) 

15 6<j^i-s^:#:©v^^3~Ki-§DNAis#e>^tbti, zti&ffim<Dttitfeftm& 

#L#<DV^i$<Sr = — Ki-^DNA^r, fei#:Cfg^^)DNA^^tf^m^^ 9— ^mfr&k, 

^^Ufcjt^m^^M^x m*.&. (Chimeric) tfiW, t Mb (Hu 

manized ) gtftcft if Sr«fflT?# 5„ ^Jh/fcogfeSHftttWU UE^JO^fe^fflV^T^ 
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t hitftm*. (reshaped) M htjifct bWtStL. * h £«1*©nr&fLSM&, 

fct £{i-^!>;*^#:Ot!Mt££k^fI^ (CDR; complementarity determining reg 
5 ion) Srfc h^fr©tB»tt*3fe|H^jgM«bfcfcO"C*>») v ^O-^lft&it^?- 

— ^fB^c (framework region ; FR) 3r5g££i-£ J: 5 M^fr bfcDNAiS?lJ£:, 

Z.b\Z.&*)%bfhZ> (UtM4$ttm«^W##EP 239400 N @^#fFW®^@S#-^ 
W0 96/02576#H8) 0 CDR«r^UT**§$*b5 hJnCfrcOTRte, ttttttSUgmEftS 

15 — — ^fi(D7^ y^^S^UT^jctV^ (Sato, let al., Cancer Res. (1 
993) 53, 851-856) 0 

abat £> £ 9 ffr£ $ frfctftffc© T ^ 7 ^SH^lJ (Of— Z * ( TSequence of Prot 
eins of Immunological InterestJ US Dept. Health and Human Services, 198 

M#5ri:t)T^5 (#^5pl-59878#m) 0 t h^ft^f O^T© 

I©t h^MMt^wi^S (H^#fFWJP^I8#-^W0 93/12227, WO 
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92/03918, WO 94/02602, WO 94/25585, WO 96/34096, WO 96/33735#J^) 0 $ h 
*>£pe>*VCl^3 0 09*.rf. t f^OpT^^-^fr (scFv) bVX^r 

-i?^jx7u4miz£<0 7T- : y<Dmmcm$Lts*t. Kii^ts^r^^ 

W0 92/01047, W0 92/20791, W0 93/06213, W0 93/11236, W0 93/19172, WO 95/0 
10 1438, WO 95/15388 5 r t&X%Z>„ 

mmmtvx^ <d mimmm. m*.&. cho, cos, >;xp-v, bhk (baby 

15 hamster kidney) , HeLa, Vero, (2) 77!)*y^^fx 
fc5VM*(3) m*-\S., sf9, sf21, Tli5*^S^ie>tl/TV> 

£o Wfofflti&t UTtt % Qficotiana) itf^^f-fTt- 

^/^A Qficotiana tabacum) I±I5|5<E>$BJ1£#$£B £>*l/r*5 „ Z.tL%3J /VXlg^ 
-+tlt££\t\ MWBti&tVXte, m-&, W%.\t, ty*a^^ ($accharomyce 
20 ,<?) JS % ^Jx-^i^^^n • •fel/tfv'^ (Saccharomyces serevisiae) x ^ 

T^^/V^r/V^ (Aspergillus) MZ-itT X^^^c/UX • ~ 
(Aspergillus niger) t£}£fr$SlbfrX\^Z> 0 JK*ttJ&&4WBi-5»£\ *W 
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<D4g$$mX-&<DXh£*\ Wftft. ttftOWrftb Lttt, Fab, F(ab' )2, Fv, 

* tz. mm^ b < m.m<oFv zm^tzv >-^—xm^^f^>^^^^ ^f v ( s 

5 (#lx.fc£, Co, M. S. et al. , J. Immunol. (1994) 152, 2968-2976, Bette 

r, M. & Horwitz, A. H. Methods in Enzymology (1989) 178, 476-496, Academ 
ic Press, Inc. x Plueckthun, A. & Skerra, A. Methods in Enzymology (198 
9) 178, 476-496, Academic Press, Inc. N Lamoyi, E. , Methods in Enzymolog 
y (1989) 121, 663-669 x Bird, R. E. et al. , TIBTECH (1991) 9, 132-137# 

io m)o scFvts. &ft<D]immwLkLmvm%Lk srss^i-s ztizz vm^M*,. - 

<DscFvfc*5i^-c, mum&b\Mxw®&. V — , 0* L< \t^zf^~ Ky is* 

— b X £*L& (Huston, J. S. et al. , Proc. Natl. Acad. Sci. U.S. A 
(1988) 85, 5879-5883)„ scFvfc&fr 5H0V«Jg533 JztJ^L^Vft^tts *93*IB»fc 

fofcb vxmifc&tilth(0(o^fr<D&3kxfo^x-b&i<\ m^^ir^ 

^bthZ>* scFvSra— BufB^OHm* fcWflfcMHifc*- = — K"T^> 
DNA N *3j;TJJL^fc«L^V^Sr3«-Ki-5DNA<75 5t)s *:frt><Dfm<D*>'h<D 

^^^-^x^>^mm^nti^^nm\z.moxn^^b^x^, tat, 

Diabodyte, *T^H&i RTgEflUfc*- P ^-#T*^bfc7 7 ^ 
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*lsh (WZ-t£s scFv^) (WTs Diabody^#^i-^77^^h) «r2o*£g> 
£TtX-mmk£'£iLh<O'eh l 0 . ii^> 2oOVL i: 2o<£)VH£r < a't? (P. Holliger 
et el., Proc. Natl. Acad. Sci. USA, 90, 6444-6448 (1993) N EP404097-*§\ W093/ 
11161^\ Johnson et al. , Method in Enzymology, 203, 88-98, (1991) > Holli 
5 ger et al. , Protein Engineering, 9, 299-305, (1996) x Perisic et al. , Str 
ucture, 2, 1217-1226, (1994h John et al. , Protein Engineering, 12(7), 5 
97-604, (1999) , Holliger et al, . Proc. Natl. Acad. Sci. USA. , 90, 6444-6448, 
(1993). Atwell et al. , Mol. Immunol. 33, 1301-1312, (1996) ) c 

^(D^mmt^x^ tfv ^ui/yy a— ;v (peg) m<D&m&* kHg&V 
io tctt&ztiim-tzz h hx%% 0 ffimz.mMfem$L7i.m. it^mmm, mm 
mm h*i/>-m(Dmmmn&mmte - t h-*smxfoz> 0 ^<dx ? tn 
fowmmm*. mh^tc^m^mmtmm^m-r^ticx^xn^^t^x^ 
z>o %i#(Dmmjjmtez(Dftmfc&^x, irxfcm&&tix^% 0 

*mMXtiZm ZthZffimZ—M&mtefiZfc (bispecif ic antibody) tfcott) 

mwr^^^^L^-r^-mmmKWx^ o x h <t v^ u -^<D^cm^ 

it^mmnk mj&&3&h*i/i/m(Dmm^m&wm*mmvxh£\<\ ~m<&m 
mfrm*2mm<D&w<D]&i$*m&i$^xfcW:irz> ^i^t-t^u m^z*/ 

fai$<Dwm&^&mfemz.%Qir>3rix^z> wz.&. wo 00/61739. wo 02/31140& 
25 if) 0 *mmz&vz> mm ^^k^^k^^So 
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# S *C% 5 (Antibodies A Laboratory Manual. Ed Harlow, David Lane, Cold Spr 
5 ing Harbor Laboratory, 1988) e 

$fci$(DirLM%£-&iB;$lE. (Antibodies A Laboratory Manual. Ed Harlow, David La 
ne, Cold Spring Harbor Laboratory, 1988) ©8flj£tHte4^a©^gi!£H£ffli" 5 - 
fc#T?#5o 09*-tf x ELISA (»*«§^SE!R«Ptfe5fejfe) , EIA (#*^«BaS 

so . ria (mi&mmfem to&^K&ytft&mtez&m^&z t&"z% 

T7a^^^^^n y*r^ ^*£U ELISA (Bft(t*§£'$&gE!R#tfeJ©fe) „ EIA (ffiMfiL 

mwmm) s ria (jfcH^ggasisjfe) , 

Sri^fci^sWWftSClii^-etS (S^#fPttJ®^P#-^- WO 03/083116. 
20 0 

25 ^p^cd^^t 0 ^ Kh7 ^xtf—f—vWMWgMb^xmm U 5 53*. 
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^15. LTte, 011*. tf. — HI^o##:aikgfcfc 9 0. OOOlmg^klOO 

omt><Dmmx*m&zbi!>mimx*2bz>o &5v^ 00*.^ a#&fc9o.ooi~iooo 

10 oTM^Kk"t"§^- bfrXg (#llxJ:£ N Remington' s Pharmaceutical Science, la 
test edition, Mark Publishing Company, Easton, U. S. A) % gggftj^ff^ 

15 mitis #Ct hPepTl^e/ ^ ^/l^ftcD, PepTl^^^f /^^ttSPepTl 
?&t*<DPJ.^^^mbfc^m^-r^9^-efe5o ^/V*JlUitf>PepTl?£tete. 

<D [ 14 C] ^ V i/>V^>Vzi *y^<DM <9 5Z^* b VXmfe Ufc 0 7*—* te¥ 
i&±SD (n=3-4) -e*7Fb-CV^ 0 

12 2 te, BaF3»^*3^^>AT-264(7>PepTlPa^§r^-t-^7 7-efc§ 0 
20 HI 3 te, AT-2640) t h Pftii^msPC-l KlMi" 6*ffl^5il»J^I^:^^-r^7 
T-iS'l^iS.D. (n=3-4) -C^^bfc 0 
IH4te, BaF3/PepT2^*3{t^AT-2640PepT2H.^tg^^-t-^7 7T*fc5o 
}i^±S.D. (n=3-4) ^^Ufc 0 

0 5te N AT-264(Dt h#Ii^^xPC-3^i--5«itm»J^m^i-^77T- 
25 7*—?fe¥ L V3±S. D. (n=6) T^^bfc 

IS 6 ft, «^bfcgp64»^^^SiB^J^^-ri§lT^5o 
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1 ] gp64TgM^ J: ZffipevimfcftM 
PBSizmmi Vtclmg<D? *^^-t-^5PepTl-BVi: 200ng£>W 0 "gS^f Srgp6 

4h7^^x = 7^-7!>^ (ffl^i|#fFttim<^ll##- WO 03/104453) M&T&t* 

(DPepTi-BV (fcfc B ^Utte^ * fcv*) Sr&T&tti-S r. t J: D *to 

ifefc: ioT - ? * *P3Ul£« £ ©tti^^fto fc 0 * ^ y — ~ ^ ^^BaF/3-PepT 
15 l^flJ5a^rffiV^fcFACSt?tTofCo 35^BaF/3-PepT2*WaSrffiV>fcFACSfcJ;5PepTl# 
Mft^^i-S^/^n— -TtVWfc (^n — ^113, ^n — ^119, — 1/25 
3) SrWftUfc, 

[^jfi^i 2]Pe P Ti«i3iettia*ieoaos 

[ 14 C] ^ y ^^^^O/iM^ftS <fc 5 ^HBSS (pH6. 0) TMfr^U 

20 mxmeikvfto tat, t bPepnoaeia^wsrww-r^^^^ai^/^n- 

•^/l^ft: (^n — ^119 s ^n — ^253 N ^o — i/113) Srift*$fcgE200ji g/mLR:fc5 
i5KlPBST?*3RU tffcft^&fcbfco N^KlHisH;ag&tt3nUfcPepTl#^ffl^ 
/^ a P-)^;^it20^L (50MgS6) fc&#48ifc20jtL«:iB<£U 37 c C-eiB# 
W^W^a^— hUfc„ 37t^MUT^fcSK^?&i60^L£^/i' 
25 ^^KiaSJPU KJSSrWteSiirfc. 7K^LTl^fcHBSS ( P H7.4) CBAT\ 
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«ET-C©PepTl«ttSr*i-fla^ UTlOO-e^bfdo 3«g©#Lfc I^PepTl^r/^n — 
. ^/MtftftW^T?* fcJ-fi&fcifc^T^n — >-119T'^l20%, ^ — ^253T?^J10%OPepT 
10 l?5H4«r|a*Ufco il©PepTlflH4ia*ttttth6«J (Students t tfejg) fc^f«Tf*> 
ofc„ EU:«fc»K ^epTm#:«PepTl<Z>#^ttiaWliSrWU#Sr^^Mb 

1 ]AT-264<DPepTlf§ttPJ.*#ffl 

(PepD <DmwMx*foz>z b&&,T<Dmmz.£V)mmvtco 




^&*itn&&mmmaP3\z\i h?em&ffiMm$L£-&tc.mm (^r> BaF3/p e 

20 5f[ 14 c]^y ^if/V3i/^om^om^^f«^#^)^Pl*^^fc: (EI 
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immm 2 ] at-264<£> t b §»iffimspc-i km-t 5 n^wm^n 

AT-264^RPMI1640-10mM Hepes C£*T. t ) x 0.5% j.*/—/K 0.5% 
M4S0T«§?U 2.5mM AT-264^Sr^iSUfCo 
5 "CO. 625 ft h XJHZ.Q. 0625mM AT-264*t?£3rflM Ufco 

fc h^fii^A s PC-1^50%FBS^^tpitJft-e5X10 4 iaJJS/mL^MUfc.o 
?©^&:40/zL/well (2X10 3 #BJ&) -CCollagen type la- h#f3KE>96well:7V— 
h . 160 /z L<DAT-264^^T^P bfc c C0 2 ^f ^ ~^<— * — "C6 0 U 

flt^2 0 ^{ClOOunits/mL^^ v- V >\ 0. lmg/mL* b h -e-f VSr^O) > 
10 i§*6 0^^, £»#:£MTS assay-T-^i-fbLfco 

H3fcjHB!a*B5it*»3l$**r^Ufco 2mM AT-264#^ETt?^)30%, 0. BnM-Ct^P 
"Cttfe -5 #^JM^ Wf&£> ^;ftfc 0 S^^T^^^^*5V^-C, AsPC-1^ 
ffiag<bf4AT-264#*£T"et>ja.e>*L*d^ofeo RT-PCRO^m*^, AsPC-lT 

{^PepTl(75^m^PepT2^H:-<TM^-e$?o7b 0 «9 , AT-264K: £S8WI&ii9Jit 

3 ] AT-264©PepT2?S't4PJ.*^ffi 
-^!>^#M*^«^BaF3^t bPepT2^r3fif!l^m$^rfciBia («Tx BaF3/Pe 
pT2fclfc-*-) &JSV>T, AT-264<DPepT2|I*1B^&tfe*tUfc. Jfctttt* 

k[ 3 h] ? y ix^oiBis^^^^ «9 &wzmmfcft&)wmisthtz. an 

20 4) o ^±£9, AT-264tePepTl<Wftibi\ PepT2<D$£f&£P.a*i-3 ZL t h 

immm 4 ] AT-264<D t b |ffi««fctSBxPC-3 IC^I" £ IMigaiHlfflfftS 
AT-264 : SrRPMI1640-10mM Hepes, lOOunits/mL^— f ]) V, 0. lmg/mL^. h h 
(J^Tx B&i") . 0.5% m^y— /K 0.5% DMS0Tit#PU 2. 5mM 

25 AT-264SP«[Sr1WJ4Ufco £ ©»«t«Jn?**!U TO. 625 btM-0. 0625m 

M AT-264^ b fc 0 
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BxPC-33r50%FBS<S:^tf*gJ&-?5 X lO^flS/mUCiM bfc„ £ ©»$B$£*:40 m L/w 
ell (2X10 3 $BJfe) T'Collagen typela— b$f^<D96well:7'V— b &Cf£# , 160m 

L<Dk-i-2smm%:mM ufc„ co 2 -r ^ ^ — -ee 0 u nrnztk 

#fflJ^&MTS assay -?5&frffcLfc„ 
5 H5^»±i5S^:^m^^bfci 0 2mM AT-264#^T-C^I75% % 0.5mMt?t>^l2 

{*AT-264#^T-e^^fe>tL^^»o7c 0 RT-PCRO^m^^x BxPC-3T*fcPepT 

mi&m&X*nte<PepT2<Dmm&mK£Zk^?L { ?]?htc.o t^oT, PepTllllTctePe 

10 pT2<Dmmm&*mmi-%&WfeMfomm®imm ttez^t utc 0 

[###!J 5 ]gp64 h 7 v 7 ?7X<DftW: 

gp64 h 7 5?* ^ V 7 T t7 * nmm^Wmm^m^ W0 03/104453 MfEifc 

1) gmhyi/xit^-vf^ff—omm 

15 gp64(D3tfe-?|H^IJ (GenBank Acc No. 9627742) SrUM £ LEcoRIfglgiiB?!] £K0Z 
AKIB^J £5' &m\Z.frtZ>G' primer 64F1 iEcoRira@H^JSr5' 5jc«8fc^r*-53* prim 
er 64R1 (El 6 % 13 7) ^m^\ ^TO^F-ePCR&frofco 

PCR^/S$£^tf)>S&/?fcte v xlO ExTaq buffer 5juL, ExTaqfaJidNTP 4mL, 10 m mo 
le/L 64F1 ltxL, 10/zmole/L 64R1 1m L, 500 pg/itzL pBac-N-blue 1m L, 5 uni 
20 t//iL ExTaq 0.5/z L, diw 37. 5 m L t Ufc 0 £ *3 >9 5„ 

94°C 5min -* 

(94°C 15sec, 57°C 30sec, 72°C 30sec) x 25 cycles -> 
72°C 7min -* 
4°C forever 

25 Itifil^tLyh^^ K^rpGEM-TeasyfC^^^ a— K coli DH5a 3r h =7 V 
— AUfCo T7*5<i;Tj«SP67 P 7'l'^— SrJ^Tcolony PCR&fiM^ ^-tf— 
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h&W.W-£ft>fc? n — ^^r^V^TABI Prism377 DNA sequencer ^BigDye Cycle S 
equence kit^T7^^^-^*-fc§V^tSP6^ p -7-r-^--^ < J; D^SSa^J^r^^fUi^J 

V^ftV^ t £^fgLfcgp64&^fr^t£EcoRIfc: J: V «9 |±1 U P C< EcoRI# y 
5 b LTcpCAGGSlMif AU £ coii DH5a £r h 9 17*- — A bfc 0 KtHffi 9 

n — ^&250mL<OLBigife£JB^37 c C-C-- BfeJgilU Endofree MAXI kitgrfflV^Tift 

2) 5H£^P<£>3*A 

^i^^Vs^fflDNA^^^HS, j!>C©J: 5^bTPMLfc„ £i*gp64 
10 Mfi^^ALfcpCAGGS^* — ( P CAG-gp64 ; I28)3r % Sall*5 <fcTJ*PstI-C#yg 
UfcSU gp643t^Sr^tp»f^ 0^33. 8kb) Sr-gO 9 ffl Lfc 0 comft Gfc3. 8kb) Sr. 
Gel Extraction Kit (QIAGEN) ,£ 9 HUDl U % 3 ng/ n 1 ft 5 <fc 5 HlPBS"T?*fi 

mtv??* is h%&Ai-%-*?xmmM9m. &L<D£?\z.vxmuvfZo -r 

15 *1*Balb/c3j$«N'!7;*(B#* UT)\Z-5 i. u£>PMSG£rMKft&-5-x £ <b 

fc48B#H«5 i.uOh(XS«rBgJfertS#i-SitfcJ:o-C, il^P^SUfCo ^(Dfltf 

^ ^i?^ ? 3 V^DNA^ 7 :7V > Hi, -^^n^ — fc: 0 ^ I— ;7 — v ^X 
20 tfM£»|*P'>.j£Abfc. (^-^^-W-f V^O*3UfttHff (¥±*±) s 190-207 20 
00) o DNA7 7^^^b^r373{@<7)BALB/cE^aAb, IB, 2»M^4UT 

Oflatu^) &#*tbfc 0 

[#=%^l6]PepTl^m^^*a^^/^ (PepTl-BV) Offitii 
25 ^agm^UTfflV>5, PepTl^ttJ^^^n^^/^^r^oip^UTPiS 
LfCo PepTlte, iSef-CfeS h7^^- * — TrfeSo PepTl<0«3ttt^I-e 
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£>5 (GenBank XML007063, J.Biol.Chem. 270(12): 6456-6463 (1995) ) G 

M<D t hPepTl3t<g J ?£rpBlueBacHis2A (Invitrogen) \Z& Ai~5 ritf7 
77- — pBlueBacHis-PepTl^rf^^Ufc^^ Bac-N-Blue transfection kit 
5 (Invitrogen) trffiV^Bac-N-Blue DNA<J:*&;i b 9 7 T — $ — 2rSf9$B 

BlueBacHi s-PepTl SrBac-N-Blue DNMC7JP x. , £ h K lmL<DGrace' sigM (GIBCO) 20 
nL(DCell FECTIN^SriDx., IftL, ^T?15^^^« U7c^, Grace's*^ 
-ClHIgfe#-bfc2X10 6 ^<7)Sf9»{C^TUfCo ^TM^K^mbfcim. $ <b&-2 
10 mLO^^i#* (10% !7 v-J3&J£jfo.??f (Sigma*±§g) , 100units/mLtf>-<~ *S V ^ %.Tfl 
00 n g/mL^ h h ^ (GIBCO-BRLlfc^) 2r^£?Grace' sigjft) ^flx., 27"C 

15 hPepTl^^-r^W^!7^^0p^(i^TOj; 5i-UTffofc: 0 

(2X lOVmL) fcm%££l£fz. 0 27 e CT' 3 0 (gig^U/c^L i£^£800Xg-ei5#H 

«45,000Xgt?30^ram^b7cm, efcJ^&PBSfcLMU $ ^800Xg-ei5^5t 
20 5 i £ ^M/&#£r|&* Lfc 0 _hm«^45, 000 XgT?30#f!aii^ Ufc^, 

gt®^ &pbs t^s «§?s i,tch<D% mwm !7 ^ a-* m& tvtc 0 

^W^bK iot, PepTlw^-T^^^^ K h^^XTt?-^ — OttiH 
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9 . K h 9 is^tf*-**- ^PepT1^7 v c{iPepT2-efc^ x ft 3ft3(8|ClUfeG>2r 

15 10. K b7 ^^aH— iSPepTlT?*>S, »^«9Ul|B«<7>^«fe„ 

11. ^^Kh^^JK— ^-^-a-i-S^tr. ^Kh7^^- 

1 2 . Kh7 ^**K— * — iSPepTl*fer±PepT2t?S)5^ »3ft9illtelB<fc0> 

20 #?fe 0 

13. Kh7^^- ^-^PepTlT?feS N f»^«12H:|B«S©*&o 

14. mm^m^X'h^s f**«ll~13(DV^tb^^|B^O^ 0 

15. ^»^^|i^|EBJig-efe5> »3fc«14tqS*<©#ifc. 
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SEQUENCE LISTING 

<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120> Antibody inhibiting transport activity of peptide transporter 

<130> C1-A0306P 

<150> PCT/JP03/03975 

<151> 2003-03-28 

<150> JP 2003-110898 

<151> 2003-04-15 

<160> 1 

<170> Patentln version 3. 1 

<210> 1 

<211> 118 

<212> PRT 

<213> Mus musculus 



<400> 1 

Gly Gly Gly Gly Phe Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Leu 
1 5 10 15 



» 
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Val Lys Pro Gly Ala Ser Val Lys Leu Ser Cys Lys Thr Ser Gly Phe 
20 25 30 

Thr Phe Ser Ser Thr Tyr He Ser Trp Leu Lys Gin Lys Pro Gly Gin 
35 40 45 

Ser Leu Glu Trp He Ala Trp He Phe Ala Gly Asp Gly Asn Thr He 
50 55 60 

Tyr Asn Gin Lys Phe Thr Gly Lys Ala Gin Leu Thr Val Asp Thr Ser 
65 70 75 80 

Ser Ser Thr Val Tyr Met Gin Phe Ser Ser Leu Thr He Glu Asp Ser 
85 90 95 

Ala He Tyr Tyr Cys Ala Arg Gin Arg Arg Tyr Asp Tyr Asp Trp Phe 
100 105 110 

Ala Tyr Trp Gly Gin Gly 
115 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/004331 



A CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07K16/18, A61K39/395, A61P35/00, 43/00//C12P21/08, 
C12N15/00 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 C07K16/18, A61K39/395, A61P35/00, 43/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
WPI (DIALOG) , BIOSIS (DIALOG) 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 
A 



X 
A 



P,A 



Liang R. et al., "Human Intesinal H + /Peptide 



Cotransporter . 



J.Biol.Chem., 1995, Vol.270, 



No. 12, pages 6456 to 6463 

Liu W. et al., "Molecular cloning of PEPT 2, 
a new member of the H + /peptide cotransporter 
family, from human kidney.", 

Biochim.Biophys .Acta. , 1995, Vol.1235, pages 461 
to 466 

WO 03/033024 Al (Chugai Pharmaceutical Co., 
Ltd.), 

24 April, 2003 (24.04.03), 
(Family: none) 



1-4,8-10 
5-7,11-15 



1,2,4,8,9 
3,5-7,10-15 



1-15 



I 1 Further documents are listed in the continuation of Box C. 



I I See patent family annex. 



"E" 



«p» 



Special categories of cited documents: 

document defining the general state of the art which is not considered 
to be of particular relevance 

earlier application or patent but published on or after the international 
filing date 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other means 
document published prior to the international filing date but later than 
the priority date claimed 



*T* later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

"&T document member of the same patent family 



Date of the actual completion of the international search 
09 June, 2004 (09.06.04) 



Date of mailing of the international search report 
22 June, 2004 (22.Q6.04) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No; 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/004331 



Box No. I Nucleotide and/or amino acid sequences) (Continuation of iteml.b of the first sheet) 



1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, the international search was carried out on the basis of: 

a. type of material 

I x I a sequence listing 

table(s) related to the sequence listing 

b. format of material 

in written format 
I x I in computer readable form 

c. time of filmg/funushing 

contained in the international application as filed 
[~*1 filed together with the international application in computer readable form 
furnished subsequently to this Authority for the purposes of search 

2. [j<] In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been filed 

or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 

3. Additional comments: 



Form PCT/ISA/210 (continuation of first sheet (1)) (January 2004) 



H^WJg#-S§- PCT/JP2004/004331 



a. xm<»xT*&*K»fm m&ftnftm a po ) 

Int. C1 T C07K16/18, A61K39/395, A61P35/00, 43/00 // C12P21/08, C12N15/00 



b. m^ft-otzfrm 



»HESrffofc*/MR»» (BRMWftHS (IPC) ) 
Int.Cl' C07K16/18, A61K39/395, A61P35/00, 43/00 



WPI (DIALOG), BIOSIS (DIALOG) 



x 

A 

X 
A 



PA 



Liang R. et al. Human Intestinal HT/Peptide Co transporter. 
J. Biol. Chem.., 1995, Vol.270, No. 12, p. 6456-6463 

Liu W. et al, Molecular cloning of PEPT 2, a new member of 
the H* /peptide cotransporter family, from human kidney. 
Biochim. Biophys. Acta. , 1995, Vol. 1235, p. 461-466 

WO 03/033024 Al (**UK3Sitfc5*££i±) 
200 3. .0 4. 2 4 (77^!J-*L) 



1-4, 8-10 
5-7, 11-15 

1,2, 4,8,9 - 
3, 5-7, 10-15 



1-15 



J; oTit»a*7^ fetus %© 
r&j m— s<t> h7r ^ y— Jt^ 



09. 06. 2004 



22. 6. 2004 



H*H4WWt (ISA/JP) 
SME**1 0 0-8 9 1 5 



4N 



3 2 2 8 



m^S# 03-3581-1101 



3 4 4 8 



SSPCT/ISA/2 10 (12^) (2004¥l^) 



H^ffi®#-5§- PCT/JP2004/004331 



a. [x] IE?U3? 



b. -7*—*? h 



[xj a^tr»— ^Kwuto^jw^a; 



c. *6fflR#»i 



[H t <omm was *k =» v * ~ — * afcws 9 w*»*ic «t •? hhj s *tfc 



2. [x|£&ic. la^xttss^^H^i-s^-^v^aau^^ic, aK«fc«wbfcH»mu<r*iiJPb-c»ffi 

3 . ^tJEJc jl : 



i^PCT/ISA/2 10 (f (1) ) (2004*1^) 



